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In-cell NMR allows monitoring the folding state of a protein in the cytoplasm of live cells. Banci et al. show that the
folded form of the mitochondrial protein Mia40 is thermodynamically favored in the cytoplasm and that glutaredoxin
1 and thioredoxin 1 have a major role in keeping Mia40 reduced and unfolded.Zebrafish Help Understand Kalihinol F MOA
PAGE 753
Defining the mechanism of action of small molecules is a major limi-
tation in drug discovery. Sandoval et al. juxtapose chemically induced
phenotypes from the zebrafish screen with established zebrafish ge-
netic mutants to identify kalihinol F and the kalihinol family of com-
pounds as a new class of copper chelators.Piecing Micacocidin Biosynthesis Together
PAGE 764
Micacocidin is a bacterial natural product with pronounced activity
against the human pathogenMycoplasma pneumoniae. Kage et al. demonstrate that its biosynthesis involves the iter-
ative usage of a partially reducing polyketide synthase, which is integrated into a multimodular assembly line.The Making of cis-Alkenes
PAGE 772
Bonnett et al. demonstrate that the ketoreductase (KR) domain of Plm1 (PlmKR1), from the phoslactomycin PKS, is an
A-type KR that catalyzes the stereospecific reduction of the b-keto intermediate to generate an L-configured alcohol.
Stereochemistry of ketoreduction is dictated by the conformation of the lid loop.Human b-Defensin 3 Action at Melanocortin Receptors
PAGE 784
An unusual feature of b-defensin HBD3 is that can dampen melanocortin receptors’ signaling regardless of the direc-
tion. Nix et al. explore the mechanism of HBD3 and uncover a fundamentally newmode of MCR binding and regulation
based primarily on electrostatic complementarity.Unconventional Kosinostatin Biosynthesis
PAGE 796
Kosinostatin features a pyrrolopyrrole moiety spirally jointed to a five-membered
ring of an anthraquinone framework glycosylated with a g-branched octose. Ma
et al. now establish the biosynthetic origin of these interesting features.Chemistry & Biology 20, June 20, 2013 ª2013 Elsevier Ltd All rights reserved v
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PAGE 806
Some protein kinases can adopt specific inactive conformations, but others cannot. Hari et al. demonstrate that muta-
genesis at specific positions in the ATP-binding site produces kinase mutants that are sensitive to small-molecule in-
hibitors that stabilize a specific inactive conformation.vi Chemistry & Biology 20, JuTight Junctions and the PDZ Family
PAGE 816
Many of the interactions between b-catenin and PDZ domain proteins discovered by Gujral
et al., involve proteins with roles in the formation or maintenance of tight junctions. Disruption
of these interactions points to a role of b-catenin as a scaffold for the tight junction-associ-
ated proteins.Cyclic Dipeptides: It’s All About tRNA
PAGE 828
Cyclic dipeptides are an emerging class of signaling molecules. Giessen et al. identify the genetic locus responsible for
the biosynthesis of the nocazines, a class of highly modified cyclic dipeptides, and establish the tRNA-dependent
biochemical pathway leading to different nocazine family members.Regulating Hormaomycin Biosynthesis
PAGE 839
Hormaomycin is an actinobacterial hormone of biotechnological interest given its role in activation of silent metabolites
and commercial production of pharmaceutical agents by Streptomyces fermentation. Cai et al. develop a hormaomy-
cin overproducing strain and use it to discover several naturally occurring congeners.Pinning ERK Activation with DARPins
PAGE 847
The spatial and temporal detection of activated proteins in the cell is funda-
mental for understanding regulation. Kummer et al. describe a biosensor
based on designed ankyrin repeat proteins (DARPins) with an engineered
merocyanine dye whose fluorescence increases only upon binding to the
active ERK kinase.ne 20, 2013 ª2013 Elsevier Ltd All rights reserved
